3. Metiamide at the dose of 6 mg/kg injected into circulation of dog. It produced
hypotension of its own. After recovery from hypotension, Tween^CI mgf
1kg) activity is observed.

Results

Promethazine-the Hj antagonist has blocked the hypotension of injected
histamine. The hypotensive action of compound 48/80 is partly blocked by
promethazine. Promethazine failed to inhibit the hypotensive action of Tween^.
Cimetidine, the H2 antagonist did not block the action of injected histamine
completely. It also failed to block the hypotension due to compound 48/80.
Cimetidinealsofailedtoblockthehypo^

completely prevented the hypotension due toTween^ but metiamide failed to do
so.

Discussion

It is a well known fact that histamine induced hypotension in dogs is
mediated by both Ht and H2 receptors. In our laboratory promethazine, the Ht
antagonist blocked the hypotension due to lower doses of histamine where as
cimetidine, the H2 antagonist failed to do so. Promethazine also blocked partly the
hypotension due to compound 48/80 the histamine releaser where as cimetidine
failed to block even to that extent. Therefore, it may be true that the hypotension.
due to histamine is more connected with the stimulation of H, receptors rather than
H^ receptors. It also appears that cimetidine is not having any effect on the release
of histamine due to compound 48/80. Hence no inhibitory action on the
hypotension to compound48/80. But cimetidine completely blocked the hypoten-
sion due to Tween^ whereas metiamide-fi, antagonist failed to block hypotension
due to Tween^. So,it is not fair to assign H2 antagonistic activity to cimetidine in
blocking Tween^ induced hypotension.

It is also important to note that cimetidine failed to block the hypotension
due to DP-T^-the deproteinised plasma of dogs, rendered hypotensive with
Tween^. Therefore, it appears that cimetidine blocked the Tween^ action by
preventing the release of autacoid into circulation of dog and it also appears that
the autacoid is not likely histamine.

Cimetidine prevented completely the anaphylactoid reaction the mutated
gene manifestation of Tween^ in dogs.
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